Case Docket No. 23062 
Filed: Herewith 



Amendment to the claims 

This listing of claims replaces all prior versions and listing of claims in the 
application. Please cancel claims 1-15 without prejudice and add claims 16-27. 

In the Claims: 

4, (Orig i na l ) Method for cu l turing c e l l s i n ord e r to produc e substanc e s 

charact e rized i n that, a c el l producing substanc e s is cu l tur e d und e r glucos e li mitat i on 
(DGL), whor o in the DGL (DGL = qG l c/qGlc ffla x where qG I c = obs e rv e d curr e nt specific 
g l ucos e consumpt i on rat e and qG l G max- - max i mum known spec i fic g l ucos e consumption 
rato for thoso co ll s) i s larg e r than tho DGL which on l y le ads to the maint e nanc e 

(PG^malntonanco ) of tho Cell and is < 0.5, wh e rein DG I maintonanc o^qG tema i nt o n a nc o / qGtemax 

whore qG l c m a intonanco ~ th e obs e rved sp e cif i c g l ucos e consumpt i on rat e for pur e 
maint e nance m e t a bo l ism and qGlCffl a* = maximum known sp e cif i c glucos e consumpt i on 
rat e for those cells. 

2r. (Original) M o thod as claimed i n claim 1, character i zed in that the DGL is < CM 

or < 0.3. 

& (Origina l ) M e thod as claim e d i n c l aim 1 or 2, character i zed i n thatth o amount 

of fod glucose i s not mor e than 50% of that which can b e maximally consum e d by th e 
max i mum o xpect e d c el l count without g l ucos o li m i tation. 

4-. (Or i g i na l ) M e thod as cla i m e d in cla i m 3, character i z e d i n that th e amount of 

fed g l ucos e is not mor e than 35% of that wh i ch can b e max i ma ll y consum e d by th e 
maximum e xp e ct e d c ell count w i thout glucos e l i m i tation. 

(Orig i na l ) M e thod as cla i m e d i n on e of th e cla i ms 1 to 4, charact e riz e d i n that 

on e compon e nt is us e d from th e group of c e ll li n e s comprising CHO such as CHO K1, 
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BHK such as BHK 21 , hybr i doma, my e loma cells such as NS/O, oth o r mammalian c e lls 
and i ns e ct co ll s or oth e r high e r c ell s. 

& (Original) Method as cla i m e d in on e of th e c l aims 1 to 5, characteriz e d i n that 

the produc e d substanc e s ar e prot ei ns or polyp e ptid e s. 

(Orig i n al ) Method as claim e d in c l a i m 6, charact e r i zed in that th e produc e d 

substanc e s ar c fusion proteins, MUC1 lgG2a, MUC2 GFP C t e rm, EPO, interf e rons, 
cytokin e s, growth factors, hormones, PA, immunoglobu li ns, fragments of 
immunoglobulins or othor glycoproteins. 

%, (Or i g i n al ) M e thod as claim e d in on e- of the c l a i ms 1 to 7, charact e r i z e d i n that 

a glucos e containing medium is us e d wh i ch is not lim i t i ng w i th r e gard to oth e r nutr ie nt 
compon e nts b e fore g l ucos e li m i tation occurs. 

& (Orig i na l ) M e thod as cl a im e d i n cla i m 8, characterized in that th e glucos e is 

fed s e parately from othor substrates. 

40, (Orig i na l ) Mothod as claimed i n one of the cla i ms 1 to 9, characterized in that 

i t i s carr ie d out i n a pH rango of 6.7 7.7, 

44, (Origina l ) Method as claim e d i n on e of th e cla i ms 1 to 10, charact e r i z e d i n 

th a t i t i s carr ie d out in a t e mp e ratur e rang e in wNch i rr e v e rs i b l e d e struct i on of th e 
product do e s not occur. 

42, (Or i g i na l ) Mothod as claim e d in ono of tho claims 1 to 1 1 , charact o r i z e d in 

that it i s operat e d i n a cont i nuous proc e ss w i th at le ast part i al coll retent i on. 

4& (Original) M o thod as claimed i n ono of th e cla i ms 1 to 12, character i z e d in 

that it is carr i od out i n a fod batch proc e ss. 
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44, (Or i gina l ) M e thod as claimed i n ono of the c l aims 1 to 13, charact e riz e d i n 

that it i s start e d as a batch and cont i nu e d as a fod batch or continuous proc e ss. 

4& (Orig i na l ) M e thod as claim e d in on e of th e c l aims 1 to 1 4 , charact e r i z e d i n 

that i t is carr ie d out w i th c el ls whose product i on i s not coup le d to growth. 

16. (New) A method for producing a substance comprising culturing cells that 
produce said substance in the presence of a nutrient media that results in a degree of 
glucose limitation (DGL), wherein the DGL is larger than the degree.of glucose limitation 
needed for maintenance of the cell (DGL ma intenancb) . and the DGL ratio of the currently 
observed specific consumption rate to the maximum known specific consumption rate 
for said cells is < 0.5. 

17. (New) The method of claim 16, wherein the DGL is < 0.4. 

18. (New) The method of claim 16, wherein the DGL is < 0.3. 

19. (New) The method of claim 16, wherein the nutrient media comprises glucose 
and further wherein the amount of glucose is not more than 50% of that which can be 
maximally consumed by the maximum expected cell count without glucose limitation. 

20. (New) The method of claim 19, wherein the amount of glucose is not more than 
35% of that which can be maximally consumed by the maximum expected cell count 
without glucose limitation. 

21 . (New) The method of claim 16, wherein the cells are selected from the group of 
cell lines comprising CHO such as CHO-K1, BHK such as BHK-21. hvbridoma, 
myeloma cells such as NS/O and other mammalian cells. 
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22. (New) The method of claim 16, wherein the produced substances are proteins or 
polypeptides. 

23. (New) The method of claim 21 , wherein the produced protein or polypeptide 
substances comprise fusion proteins, MUC1-lgG2a, MUC2-GFP-C-term, EPO, 
interferons, cytokines, growth factors, hormones, PA, immunoglobulins, fragments of 
immunoglobulins or other glycoproteins. 

24. (New) The method of claim 19, characterized in that a glucose-containing 
medium is used which is not limiting with regard to other nutrient components before 
glucose limitation occurs. 

25. (New) The method of claim 24, wherein the glucose is fed separately from other 
nutrient media. 

26. (New) The method of claim 16, wherein the culture is carried out in a pH range of 
6.7-7.7. 

27. (New) The method of claim 16, wherein the cells are cultured under a fed-bath or 
perfusion process. 
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